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DETAILED ACTION 
Election/Restrictions 

Restriction to one of the following inventions is required under 35 U.S.C. 



121: 



I. Claims 1 -5, 1 8 and 1 9, drawn to a method of treating a bone 
disease by administering a polynucleotide that lowers leptin levels, 
classified in class 514, subclass 44. 

II. Claims 1,5-13 and 16-19, drawn to a method of treating a bone 
disease by administering an antibody that binds leptin, classified in 
class 514, subclass 2. 

III. Claims 1, 5-8, 12, 18 and 19, drawn to a method of treating a bone 
disease by administering a soluble leptin receptor, classified in 
class 514, subclass 2. 

IV. Claims 1, 5-8, 12, 18 and 19, drawn to a method of treating a bone 
disease by administering an inter-alpha-trypsin inhibitor heavy 
chain, classified in class 514, subclass 2. 

V. Claims 1, 5-8, 12, 18 and 19, drawn to a method of treating a bone 
disease by administering an alpha 2-macroglobulin protein, 
classified in class 514, subclass 2. 

VI. Claims 1 3-1 5 and 1 7-1 9 drawn to a method of treating a bone 
disease by administering an acetylphenol, classified in class 514, 
subclass 1. 
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VII. Claims 13, 14, 16, 17, 18 and 19, drawn to a method of treating a 
bone disease by administering an antibody that binds leptin 
receptor, classified in class 514, subclass 2. 

VIII. Claims 20-24, drawn to a method of preventing a bone disease by 
administering a polynucleotide that lowers leptin levels, classified in 
class 514, subclass 44. 

IX. Claims 20, 24-32, 35 and 36, drawn to a method of preventing a 
bone disease by administering an antibody that binds leptin, 
classified in class 514, subclass 44. 

X. Claims 20, 24-27, 31 , 32, 35 and 36, drawn to a method of 
preventing a bone disease by administering a soluble leptin 
receptor, classified in class 514, subclass 2. 

XI. Claims 20, 24-27, 31 , 32, 35 and 36, drawn to a method of 
preventing a bone disease by administering an inter-alpha-trypsin 
inhibitor heavy chain, classified in class 514, subclass 2. 

XII. Claims 20, 24-27, 31 , 32, 35 and 36, drawn to a method of 
preventing a bone disease by administering an alpha 2- 
macroglobulin protein, classified in class 514, subclass 2. 

XIII. Claims 32-34 and 36, drawn to a method of preventing a bone 
disease by administering an acetylphenol, classified in class 514, 
subclass 1 . 
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XIV. Claims 37-39, drawn to a method of diagnosing a bone disease in a 
mammal by measuring the level of leptin in blood serum, classified 
in class 435, subclass 7.1. 

XV. Claims 40-42, drawn to a method of diagnosing a bone disease in a 
mammal by measuring the level of leptin in cerebrospinal fluid, 
classified in class 435, subclass 7.1. 

XVI. Claims 43-60, drawn to a method of identifying a compound that 
modulates bone mass in a mammal, classified in class 435, 
subclass 7.1. 

Applicant should note some claims are generic to more than one group. 
Upon election of one invention, these generic claims will only be examined to the 
extent that they read on the elected invention. 

The inventions are distinct, each from the other because of the following reasons: 

Inventions I and II are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods which are not capable of use together and have 
different modes of operation. For example, the methods of Group I utilize a 
polynucleotide, which is composed of nucleic acids, and operates by inhibiting 
the expression of leptin. This is different than the methods of Group II, which 
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utilize an antibody, which is composed of amino acids and operates by 
increasing the breakdown of leptin. 

Inventions I and III are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods which are not capable of use together and have 
different modes of operation. For example, the methods of Group I utilize a 
polynucleotide, which is composed of nucleic acids, and operates by inhibiting 
the expression of leptin. This is different than the methods of Group 111, which 
utilize a leptin receptor, which is composed of amino acids and operates by 
binding to leptin and preventing its activity. 

Inventions I and IV are unrefated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods which are not capable of use together and have 
different modes of operation. For example, the methods of Group I utilize a 
polynucleotide, which is composed of nucleic acids, and operates by inhibiting 
the expression of leptin. This is different than the methods of Group III, which 
utilize an inter-alpha-trypsin inhibitor heavy chain, which is composed of amino 
acids and operates by binding Ob and inhibiting Ob binding to the Ob receptor. 
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Inventions I and V are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group I utilize a 
polynucleotide, which is composed of nucleic acids, and operates by inhibiting 
the expression of leptin. This is different than the methods of Group V, which 
utilize an alpha 2-macroglobulin protein, which is composed of amino acids and 
operates by binding to OB and inhibiting its binding to the Ob receptor. 

Inventions I and VI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group I utilize a 
polynucleotide, which is composed of nucleic acids, and operates by inhibiting 
the expression of leptin. This is different than the methods of Group VI, which 
utilize acetylphenol, which is a small molecule inhibitor and operates by binding 
to the Ob receptor and inhibiting Ob binding. 

Inventions I and VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
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806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group I utilize a 
polynucleotide, which is composed of nucleic acids, and operates by inhibiting 
the expression of leptin. This is different than the methods of Group VII, which 
utilize an antibody, which is composed of amino acids and operates by binding to 
a leptin receptor to increase leptin receptor breakdown. 

Inventions I and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to methods 
which are not capable of use together and have different effects. For example, 
the methods of Group I are drawn to methods of treating a bone disease, 
wherein the method is performed using a mammal which has a bone disease, 
and has the effect of ameliorating the bone disease, whereas the methods of 
Group VIII are drawn to preventing the occurrence of a bone disease and are 
performed using a mammal which does not have a bone disease and has the 
effect of preventing a bone disease from occurring in the mammal. 

Inventions I and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
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modes of operation and different effects. For example, the methods of Group I 
utilize a polynucleotide, which is composed of nucleic acids, and are performed 
using a mammal which has a bone disease, and operates by inhibiting the 
expression of leptin and has the effect of treating a bone disease. This is 
different than the methods of Group IX, which utilize an antibody, which is 
composed of amino acids, and is performed using a mammal which does not 
have a bone disease, and operates by increasing the breakdown of leptin and 
has the effect of preventing a bone disease from occurring in the mammal. 

Inventions I and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation and different effects. For example, the methods of Group I 
utilize a polynucleotide, which is composed of nucleic acids, and are performed 
using a mammal which has a bone disease, and operates by inhibiting the 
expression of leptin and has the effect of treating a bone disease. This is 
different than the methods of Group X, which utilize a leptin receptor, which is 
composed of amino acids, and is performed using a mammal which does not 
have a bone disease, and operates by binding to leptin and preventing its activity 
and has the effect of preventing a bone disease from occurring in the mammal. 

Inventions I and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
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different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation and different effects. For example, the methods of Group I 
utilize a polynucleotide, which is composed of nucleic acids, and are performed 
using a mammal which has a bone disease, and operates by inhibiting the 
expression of leptin and has the effect of treating a bone disease. This is 
different than the methods of Group XII, which utilize an inter-alpha-trypsin 
inhibitor chain, which is composed of amino acids, and is performed using a 
mammal which does not have a bone disease, and operates by binding to Ob 
and inhibiting Ob binding to the Ob receptor and has the effect of preventing a 
bone disease from occurring in the mammal. 

Inventions I and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation and different effects. For example, the methods of Group I 
utilize a polynucleotide, which is composed of nucleic acids, and are performed 
using a mammal which has a bone disease, and operates by inhibiting the 
expression of leptin and has the effect of treating a bone disease. This is 
different than the methods of Group XII, which utilize an alpha 2-macroglobulin 
protein, which Is composed of amino acids, and is performed using a mammal 
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which does not have a bone disease, and operates by binding to Ob and 
inhibiting Ob binding to the Ob receptor and has the effect of preventing a bone 
disease from occurring in the mammal. 

Inventions I and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation and different effects. For example, the methods of Group I 
utilize a polynucleotide, which is composed of nucleic acids, and are performed 
using a mammal which has a bone disease, and operates by inhibiting the 
expression of leptin and has the effect of treating a bone disease. This is 
different than the methods of Group XIII, which utilize acetylphenol, which is a 
small molecule inhibitor, and is performed using a mammal which does not have 
a bone disease, and operates by binding to the Ob receptor and has the effect of 
preventing a bone disease from occurring in the mammal. 

Inventions I and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group I are drawn to methods 
of treating a bone disease in a mammal, and comprise steps of administering a 
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leptin inhibitor and have the effect of ameliorating a bone disease in the mammal, 
whereas the methods of Group XIV are drawn to methods of diagnosing a bone 
disease and comprise steps wherein the level of leptin is determined in biood 
serum and the methods have the effect of determining whether a mammal has a 
bone disease. 

Inventions I and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group I are drawn to methods 
of treating a bone disease in a mammal, and comprise steps of administering a 
leptin inhibitor and have the effect of ameliorating a bone disease in the mammal, 
whereas the methods of Group XV are drawn to methods of diagnosing a bone 
disease and comprise steps wherein the level of leptin is determined in 
cerebrospinal fluid and the methods have the effect of determining whether a 
mammal has a bone disease. 

Inventions I and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group I are drawn to methods 
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of treating a bone disease in a mammal, and comprise steps of administering a 
leptin inhibitor and have the effect of ameliorating a bone disease in the mammal, 
whereas the methods of Group XVI are drawn to methods of identifying a 
compound that modulates bone mass and has the effect of identifying a 
compound with the ability to inhibit the activity of leptin. 

Inventions II and III are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group II operate by administering an 
antibody targeted to leptin, which acts by increasing the breakdown of leptin, 
such antibodies are structurally different than the leptin receptors administered in 
the methods of Group III, which operate by binding leptin and preventing leptin 
from binding the natural receptor and thereby preventing its activity. 

Inventions II and IV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group II operate by administering an 
antibody targeted to leptin, which acts by increasing the breakdown of leptin, 
such antibodies are structurally different than the inter-alpha-trypsin inhibitor 
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heavy chain administered in the methods of Group IV, which operate by binding 
Ob and inhibiting its binding to the Ob receptor. 

Inventions II and V are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group II operate by administering an 
antibody targeted to leptin, which acts by increasing the breakdown of leptin, 
such antibodies are structurally different than the alpha 2-macroglobulin protein 
administered in the methods of Group V, which operate by binding to Ob and 
inhibiting Ob binding to the Ob receptor. 

Inventions II and VI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods which are not capable of use together and have 
different modes of operation. For example, the methods of Group II operate by 
administering an antibody targeted to leptin, which is composed of amino acids 
and acts by inhibiting the activity of leptin, such antibodies are structurally 
different than the acetylphenol administered in the methods of Group VI, which is 
a small molecule inhibitor and which operates by binding to the Ob receptor and 
inhibiting Ob binding. 
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Inventions II and VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group II operate by administering an 
antibody targeted to leptin, which acts by increasing the breakdown of leptin, 
such antibodies are structurally different than the antibody targeted to a leptin 
receptor administered in the methods of Group VII, which operate by binding to a 
leptin receptor and increasing breakdown of the leptin receptor. 

Inventions II and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation and different effects. For example, the methods of Group II, 
utilize an antibody, which is composed of amino acids, and is performed using a 
mammal which has a bone disease, and operates by increasing the breakdown 
of leptin and has the effect of treating a bone disease, whereas the methods of 
Group VIII utilize a polynucleotide, which is composed of nucleic acids, and are 
performed using a mammal which does not have a bone disease, and operates 
by inhibiting the expression of leptin and has the effect of preventing a bone 
disease from occurring in a mammal. 



Application/Control NiMier: 09/489,873 15 
Art Unit: 1635 

Inventions II and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to methods 
which are not capable of use together and have different effects. For example, 
the methods of Group II, are performed using a mammal which has a bone 
disease and has the effect of treating a bone disease, whereas the methods of 
Group IX are performed using a mammal which does not have a bone disease, 
and has the effect of preventing a bone disease from occurring in a mammal. 

Inventions II and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group II comprise administering an 
antibody which binds to leptin, operates by increasing breakdown of leptin, and is 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group X, which 
comprise administering a leptin receptor, which is structurally different than the 
antibody of Group II, and operates by binding leptin and preventing it from 
binding the natural receptor and is performed using a mammal which does not 
have a bone disease and has the effect of preventing a bone disease from 
occurring in the mammal. 
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Inventions II and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group II comprise administering an 
antibody which binds to leptin, operates by increasing the breakdown of leptin, 
and is performed using a mammal which has a bone disease and has the effect 
of treating a bone disease. This is different than the methods of Group XI, which 
comprise administering an inter-alpha-trypsin inhibitor heavy chain, which is 
structurally different than the antibody of Group II, and operates by binding Ob an 
inhibiting binding of Ob to the Ob receptor and is performed using a mammal 
which does not have a bone disease and has the effect of preventing a bone 
disease from occurring in the mammal. 

Inventions If and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group II comprise administering an 
antibody which binds to leptin, operates by increasing the breakdown of leptin, 
and is performed using a mammal which has a bone disease and has the effect 
of treating a bone disease. This is different than the methods of Group XII, which 
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comprise administering an alpha 2-macroglobulin protein, which is structurally 
different than the antibody of Group II, and operates by binding to Ob and 
inhibiting Ob binding to the Ob receptor and is performed using a mammal which 
does not have a bone disease and has the effect of preventing a bone disease 
from occurring in the mammal. 

Inventions II and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group II comprise administering an 
antibody which binds to leptin, operates by increasing leptin breakdown, and is 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group XII, which 
comprise administering acetylphenol, which is structurally different than the 
antibody of Group II, and operates by biding to the Ob receptor and is performed 
using a mammal which does not have a bone disease and has the effect of 
preventing a bone disease from occurring in the mammal. 

Inventions If and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
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and different effects. For example, the methods of Group II are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin and have the effect of ameliorating a 
bone disease in the mammal, whereas the methods of Group XIV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
leptin is determined in blood serum and the methods have the effect of 
determining whether a mammal has a bone disease. 

Inventions II and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group II are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin and have the effect of ameliorating a 
bone disease in the mammal, whereas the methods of Group XV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
leptin is determined in cerebrospinal fluid and the methods have the effect of 
determining whether a mammal has a bone disease. 

Inventions II and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
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to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group II are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin and have the effect of ameliorating a 
bone disease in the mammal, whereas the methods of Group XVI are drawn to 
methods of identifying a compound that modulates bone mass and has the effect 
of identifying a compound with the ability to inhibit the activity of leptin. 

Inventions III and IV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group III operate by administering a 
leptin receptor, which acts by binding leptin and preventing its activity by 
preventing it from binding the natural receptor, these receptors are structurally 
different than inter-alpha-trypsin heavy chain administered in the methods of 
Group IV, which operate by binding to Ob and inhibiting Ob from binding to the 
Ob receptor. 

Inventions III and V are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
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operation. For example, the methods of Group III operate by administering a 
leptin receptor, which acts by binding leptin and preventing its activity by 
preventing it from binding the natural receptor, these receptors are structurally 
different than the alpha 2-macroglobulin protein administered in the methods of 
Group V, which operate by binding to Ob and inhibiting Ob from binding to the 
Ob receptor. 

Inventions III and VI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group III operate by administering a 
leptin receptor, which acts by binding leptin and preventing its activity by 
preventing it from binding the natural receptor, these receptors are structurally 
different than acetylphenol, a small molecule inhibitor, which is administered in 
the methods of Group IV, and which operates by binding to the Ob receptor. 

Inventions III and VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group III operate by administering a 
leptin receptor, which acts by binding leptin and preventing its activity by 
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preventing it from binding the natural receptor, these receptors are structurally 
different than the antibody which binds to a leptin receptor administered in the 
methods of Group VI, which operate by increasing breakdown of the leptin 
receptor. 

Inventions III and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group III operate by administering a 
leptin receptor, which is composed of amino acids and acts by binding leptin and 
preventing its activity by preventing it from binding the natural receptor and has 
the effect of treating a mammal with a bone disease, these receptors are 
structurally different than the polynucleotide administered in the methods of 
Group IV, which are composed of nucleic acids and operate by inhibiting the 
expression of leptin and have the effect of preventing a bone disease from 
occurring in a mammal which does not have a bone disease. 

Inventions III and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group III comprise administering an leptin 



Application/Control N dfcer: 09/489,873 22 
Art Unit: 1635 

receptor, operates by binding to leptin preventing it from binding to the natural 
receptor, hereby inhibiting its activity, and is performed using a mammal which 
has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group IX, which comprise administering an 
antibody that binds to leptin, which is structurally different than the receptors of 
Group III, and operates by increasing the breakdown of leptin and is performed 
using a mammal which does not have a bone disease and has the effect of 
preventing a bone disease from occurring in the mammal. 

Inventions III and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods with different effects. For example, the methods of Group III are 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group X, which are 
performed using a mammal which does not have a bone disease and has the 
effect of preventing a bone disease from occurring in the mammal. 

Inventions III and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group III comprise administering an leptin 
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receptor, operates by binding to leptin preventing it from binding to the natural 
receptor, hereby inhibiting its activity, and is performed using a mammal which 
has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group XI, which comprise administering an inter- 
alpha-trypsin inhibitor heavy chain, which is structurally different than the 
receptors of Group lit, and operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor and is performed using a mammal which does not 
have a bone disease and has the effect of preventing a bone disease from 
occurring in the mammal. 

Inventions III and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group III comprise administering an leptin 
receptor, operates by binding to leptin preventing it from binding to the natural 
receptor, hereby inhibiting its activity, and is performed using a mammal which 
has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group XII, which comprise administering an alpha 
2-macroglobulin protein, which is structurally different than the receptors of 
Group III, and operates by binding to Ob and inhibiting Ob from binding to the Ob 
receptor and is performed using a mammal which does not have a bone disease 
and has the effect of preventing a bone disease from occurring in the mammal. 
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Inventions III and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group III comprise administering an leptin 
receptor, operate by binding to leptin preventing it from binding to the natural 
receptor, hereby inhibiting its activity, and is performed using a mammal which 
has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group XIII, which comprise administering 
acetylphenol, which is structurally different than the receptors of Group III, and 
operates by binding to the Ob receptor and is performed using a mammal which 
does not have a bone disease and has the effect of preventing a bone disease 
from occurring in the mammal. 

Inventions III and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group III are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering leptin receptor and have the effect of ameliorating a bone disease 
in the mammal, whereas the methods of Group XIV are drawn to methods of 
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diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in blood serum and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions III and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group III are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering leptin receptor and have the effect of ameliorating a bone disease 
in the mammal, whereas the methods of Group XV are drawn to methods of 
diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in cerebrospinal fluid and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions III and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group III are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering a leptin receptor and have the effect of ameliorating a bone 
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disease in the mammal, whereas the methods of Group XVI are drawn to 
methods of identifying a compound that modulates bone mass and has the effect 
of identifying a compound with the ability to inhibit the activity of leptin. 

Inventions IV and V are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor. This is different than the methods of Group V, which 
comprise administering an alpha 2-macroglobulin protein, which is structurally 
different than the inter-alpha-trypsin heavy chain of Group IV, and operates by 
binding to Ob and inhibiting Ob from binding to the Ob receptor. 

Inventions IV and VI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor. This is different than the methods of Group VI, which 
comprise administering acetylphenol, which is structurally different than the inter- 
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alpha-trypsin heavy chain of Group IV, and operates by binding to the Ob 
receptor. 

Inventions IV and VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by operates by binding to Ob and inhibiting 
Ob from binding to the Ob receptor. This is different than the methods of Group 
VII, which comprise administering an antibody that binds a leptin receptor, which 
is structurally different than the inter-alpha-trypsin heavy chain of Group IV, and 
operates by increasing breakdown of the leptin receptor, thereby inhibiting its 
activity. 

Inventions IV and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group IV operate by administering a 
inter-alpha-trysin heavy chain, which is composed of amino acids and acts by 
and has the effect of treating a mammal with a bone disease, these receptors are 
structurally different than the polynucleotide administered in the methods of 
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Group VIII, which are composed of nucleic acids and operate by inhibiting the 
expression of leptin and have the effect of preventing a bone disease from 
occurring in a mammal which does not have a bone disease. 

Inventions IV and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by operates by binding to Ob and inhibiting 
Ob from binding to the Ob receptor, thereby inhibiting its activity, and is 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group IX, which 
comprise administering an antibody that binds to leptin, which is structurally 
different than the inter-alpha-trypsin heavy chain of Group IV, and operates by 
increasing the breakdown of leptin and is performed using a mammal which does 
not have a bone disease and has the effect of preventing a bone disease from 
occurring in the mammal. 

Inventions IV and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
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effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor, thereby inhibiting its activity, and is performed using a 
mammal which has a bone disease and has the effect of treating a bone disease. 
This is different than the methods of Group X, which comprise administering a 
leptin receptor, which is structurally different than the inter-alpha-trypsin heavy 
chain of Group IV, and operates by binding leptin and preventing it from binding 
the natural receptor, and is performed using a mammal which does not have a 
bone disease and has the effect of preventing a bone disease from occurring in 
the mammal. 

inventions IV and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods with different effects. For example, the methods of Group IV are 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group XI, which 
are performed using a mammal which does not have a bone disease and has the 
effect of preventing a bone disease from occurring in the mammal. 

Inventions IV and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
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to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by operates by binding to Ob and inhibiting 
Ob from binding to the Ob receptor, thereby inhibiting its activity, and is 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group XII, which 
comprise administering an alpha 2-macroglobulin protein, which is structurally 
different than the inter-alpha-trypsin heavy chain of Group IV, and operates by 
operates by binding to Ob and inhibiting Ob from binding to the Ob receptor and 
is performed using a mammal which does not have a bone disease and has the 
effect of preventing a bone disease from occurring in the mammal. 

Inventions IV and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IV comprise administering an inter- 
alpha-trypsin heavy chain, operates by operates by binding to Ob and inhibiting 
Ob from binding to the Ob receptor, thereby inhibiting its activity, and is 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group XIII, which 
comprise administering acetylphenol, which is structurally different than the inter- 
alpha-trypsin heavy chain of Group IV, and operates by binding to the Ob 
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receptor and is performed using a mammal which does not have a bone disease 
and has the effect of preventing a bone disease from occurring in the mammal. 

Inventions IV and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group IV are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an inter-alpha-trypsin heavy cahin and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XIV 
are drawn to methods of diagnosing a bone disease and comprise steps wherein 
the level of leptin is determined in blood serum and the methods have the effect 
of determining whether a mammal has a bone disease. 

Inventions IV and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group IV are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an inter-alpha-trypsin heavy chain and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XV 
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are drawn to methods of diagnosing a bone disease and comprise steps wherein 
the level of leptin is determined in cerebrospinal fluid and the methods have the 
effect of determining whether a mammal has a bone disease. 

Inventions IV and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group IV are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an inter-alpha-trypsin heavy chain and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XVI 
are drawn to methods of identifying a compound that modulates bone mass and 
has the effect of identifying a compound with the ability to inhibit the activity of 
leptin. 

Inventions V and VI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group V comprise administering an alpha 
2-macroglobulin protein, operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor. This is different than the methods of Group VI, which 
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comprise administering acetylphenol, which is structurally different than the alpha 
2-macroglobulin protein of Group V, and operates by binding to the Ob receptor. 

Inventions V and VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group V comprise administering an alpha 
2-macroglobulin protein, operates by operates by binding to Ob and inhibiting Ob 
from binding to the Ob receptor. This is different than the methods of Group VII, 
which comprise administering an antibody that binds a leptin receptor, which is 
structurally different than the alpha 2-macroglobulin protein of Group V, and 
operates by increasing breakdown of the leptin receptor, thereby inhibiting its 
activity. 

Inventions V and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group V operate by administering an 
alpha 2-macroglobulin protein, which is composed of amino acids and acts by 
and has the effect of treating a mammal with a bone disease, these receptors are 
structurally different than the polynucleotide administered in the methods of 
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Group VIII, which are composed of nucleic acids and operate by inhibiting the 
expression of leptin and have the effect of preventing a bone disease from 
occurring in a mammal which does not have a bone disease. 

Inventions V and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group V comprise administering an alpha 
2-macroglobulin protein, operates by operates by binding to Ob and inhibiting Ob 
from binding to the Ob receptor, thereby inhibiting its activity, and is performed 
using a mammal which has a bone disease and has the effect of treating a bone 
disease. This is different than the methods of Group IX, which comprise 
administering an antibody that binds to leptin, which is structurally different than 
the alpha 2-macroglobulin protein of Group V, and operates by increasing the 
breakdown of leptin and is performed using a mammal which does not have a 
bone disease and has the effect of preventing a bone disease from occurring in 
the mammal. 

Inventions V and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
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effects. For example, the methods of Group V comprise administering an alpha 
2-macroglobulin protein, operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor, thereby inhibiting its activity, and is performed using a 
mammal which has a bone disease and has the effect of treating a bone disease. 
This is different than the methods of Group X, which comprise administering a 
leptin receptor, which is structurally different than the alpha 2-macroglobulin 
protein of Group V, and operates by binding leptin and preventing it from binding 
the natural receptor, and is performed using a mammal which does not have a 
bone disease and has the effect of preventing a bone disease from occurring in 
the mammal. 

Inventions V and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods with different effects. For example, the methods of Group V are 
performed using a mammal which has a bone disease and has the effect of 
treating a bone disease. This is different than the methods of Group XI, which 
are performed using a mammal which does not have a bone disease and has the 
effect of preventing a bone disease from occurring in the mammal. 

Inventions V and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
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methods with different modes of operation and different effects. For example, 
the methods of Group V are performed using a mammal which has a bone 
disease and has the effect of treating a bone disease. This is different than the 
methods of Group XII, which are performed using a mammal which does not 
have a bone disease and has the effect of preventing a bone disease from 
occurring in the mammal. 

Inventions V and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group V comprise administering an alpha 
2-macroglobulin protein, operate by binding to Ob and inhibiting Ob from binding 
to the Ob receptor, thereby inhibiting its activity, and is performed using a 
mammal which has a bone disease and has the effect of treating a bone disease. 
This is different than the methods of Group XIII, which comprise administering 
acetylphenol, which is structurally different than an alpha 2-macroglobulin protein 
of Group V, and operate by binding to the Ob receptor and is performed using a 
mammal which does not have a bone disease and has the effect of preventing a 
bone disease from occurring in the mammal. 

Inventions V and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
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806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group V are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an alpha 2-macroglobulin protein and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XIV 
are drawn to methods of diagnosing a bone disease and comprise steps wherein 
the level of leptin is determined in blood serum and the methods have the effect 
of determining whether a mammal has a bone disease. 

Inventions V and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group V are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an alpha 2-macrogiobulin protein and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XV 
are drawn to methods of diagnosing a bone disease and comprise steps wherein 
the level of leptin is determined in cerebrospinal fluid and the methods have the 
effect of determining whether a mammal has a bone disease. 

Inventions V and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
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different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group V are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an alpha 2-macroglobulin protein and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XVI 
are drawn to methods of identifying a compound that modulates bone mass and 
has the effect of identifying a compound with the ability to inhibit the activity of 
leptin. 

Inventions VI and VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VI comprise administering 
acetylphenol, a small molecule inhibitor and operate by binding to the Ob 
receptor. This is different than the methods of Group VII, which comprise 
administering an antibody that binds a leptin receptor, which is structurally 
different than acetylphenol of Group VI, and operate by increasing breakdown of 
the leptin receptor, thereby inhibiting its activity. 

Inventions VI and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
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different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group VI operate by administering 
acetylphenol, a small molecule inhibitor, and have the effect of treating a 
mammal with a bone disease, acetylphenol is structurally different than the 
polynucleotide administered in the methods of Group VIII, which are composed 
of nucleic acids and operate by inhibiting the expression of leptin and have the 
effect of preventing a bone disease from occurring in a mammal which does not 
have a bone disease. 

Inventions VI and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VI comprise administering 
acetylphenol, a small molecule inhibitor, and operate by binding to the Ob 
receptor, thereby inhibiting its activity, and are performed using a mammal which 
has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group IX, which comprise administering an 
antibody that binds to leptin, which is structurally different than acetylphenol, and 
operate by increasing the breakdown of leptin and are performed using a 
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mammal which does not have a bone disease and has the effect of preventing a 
bone disease from occurring in the mammal. 

Inventions VI and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VI comprise administering 
acetylphenol, a small molecule inhibitor, operate by binding to the Ob receptor 
and are performed using a mammal which has a bone disease and has the effect 
of treating a bone disease. This is different than the methods of Group X, which 
comprise administering a leptin receptor, which is structurally different than 
acetylphenol, and operate by binding leptin and preventing it from binding the 
natural receptor, and are performed using a mammal which does not have a 
bone disease and has the effect of preventing a bone disease from occurring in 
the mammal. 

Inventions VI and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods with different effects. For example, the methods of Group VI 
comprise administering acetylphenol, a small molecule inhibitor,*aare performed ft 
using a mammal which has a bone disease and has the effect of treating a bone 
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disease. This is different than the methods of Group XI, which comprise 
administering an inter-alpha-trypsin inhibitor, which is structurally different than 
acetylphenol and operates by binding Ob, and are performed using a mammal 
which does not have a bone disease and have the effect of preventing a bone 
disease from occurring in the mammal. 

Inventions VI and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
methods with different modes of operation and different effects. For example, 
the methods of Group VI comprise administering acetylphenol, a small molecule 
inhibitor, and are performed using a mammal which has a bone disease and 
have the effect of treating a bone disease. This is different than the methods of 
Group XII, which comprise administering an alpha 2-macroglobulin protein, which 
is materially different than acetylphenol, and are performed using a mammal 
which does not have a bone disease and have the effect of preventing a bone 
disease from occurring in the mammal. 

Inventions VI and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VI are performed using a mammal 
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which has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group XIII are performed using a mammal which 
does not have a bone disease and have the effect of preventing a bone disease 
from occurring in the mammal. 

Inventions VI and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VI are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering acetylphenol and have the effect of ameliorating a bone disease in 
the mammal, whereas the methods of Group XIV are drawn to methods of 
diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in blood serum and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions VI and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VI are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
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administering acetylphenol and have the effect of ameliorating a bone disease in 
the mammal, whereas the methods of Group XV are drawn to methods of 
diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in cerebrospinal fluid and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions VI and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VI are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering acetylphenol and have the effect of ameliorating a bone disease in 
the mammal, whereas the methods of Group XVI are drawn to methods of 
identifying a compound that modulates bone mass and has the effect of 
identifying a compound with the ability to inhibit the activity of leptin. 

Inventions VII and VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different modes of 
operation. For example, the methods of Group VI operate by administering an 
antibody that binds to leptin, which is composed of amino acids, and operate by 
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increasing the breakdown of leptin and have the effect of treating a mammal with 
a bone disease, these antibodies are structurally different than the polynucleotide 
administered in the methods of Group VIII, which are composed of nucleic acids 
and operate by inhibiting the expression of leptin and have the effect of 
preventing a bone disease from occurring in a mammal which does not have a 
bone disease. 

Inventions VII and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VII comprise administering an 
antibody targeted to leptin and operate by increasing the breakdown of the leptin 
receptor, thereby inhibiting its activity, and are performed using a mammal which 
has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group IX, which comprise administering an 
antibody that binds to leptin, which is structurally different than the antibody 
targeted to leptin receptor, and operate by increasing the breakdown of leptin 
and are performed using a mammal which does not have a bone disease and 
has the effect of preventing a bone disease from occurring in the mammal. 

Inventions VII and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
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806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VII comprise administering an 
antibody that binds to leptin receptor, operate by increasing the breakdown of the 
leptin receptor and are performed using a mammal which has a bone disease 
and has the effect of treating a bone disease. This is different than the methods 
of Group X, which comprise administering a leptin receptor, and operate by 
binding leptin and preventing it from binding the natural receptor, and are 
performed using a mammal which does not have a bone disease and has the 
effect of preventing a bone disease from occurring in the mammal. 

Inventions VII and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods with different effects. For example, the methods of Group VII 
comprise administering an antibody that binds to leptin receptor and operates by 
increasing the breakdown of leptin receptor and are performed using a mammal 
which has a bone disease and has the effect of treating a bone disease. This is 
different than the methods of Group XI, which comprise administering an inter- 
alpha-trypsin inhibitor, which is structurally different than the antibody targeted to 
leptin receptor, and operate by binding Ob, and are performed using a mammal 
which does not have a bone disease and have the effect of preventing a bone 
disease from occurring in the mammal. 
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Inventions VII and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
methods with different modes of operation and different effects. For example, 
the methods of Group VII comprise administering an antibody that binds to leptin 
receptor and operates by increasing the breakdown of leptin receptor and are 
performed using a mammal which has a bone disease and have the effect of 
treating a bone disease. This is different than the methods of Group XII, which 
comprise administering an alpha 2-macroglobulin protein, and are performed 
using a mammal which does not have a bone disease and have the effect of 
preventing a bone disease from occurring in the mammal. 

Inventions VII and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation and different 
effects. For example, the methods of Group VII comprise administering an 
antibody targeted to leptin receptor and operate by increasing the breakdown of 
leptin receptor and are performed using a mammal which has a bone disease 
and have the effect of treating a bone disease. This is different than the methods 
of Group XIII, which comprise administering alpha 2-macrogolbulin and operate 
by binding to Ob and are performed using a mammal which does not have a 
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bone disease and have the effect of preventing a bone disease from occurring in 
the mammal. 

Inventions VII and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VII are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin receptor and operate by increasing 
the breakdown of leptin receptor and have the effect of ameliorating a bone 
disease in the mammal, whereas the methods of Group XIV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
leptin is determined in blood serum and the methods have the effect of 
determining whether a mammal has a bone disease. 

Inventions VII and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VII are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin receptor and have the effect of 
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ameliorating a bone disease in the mammal, whereas the methods of Group XV 
are drawn to methods of diagnosing a bone disease and comprise steps wherein 
the level of leptin is determined in cerebrospinal fluid and the methods have the 
effect of determining whether a mammal has a bone disease. 

Inventions VII and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VII are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin receptor and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XVI 
are drawn to methods of identifying a compound that modulates bone mass and 
has the effect of identifying a compound with the ability to inhibit the activity of 
leptin. 

Inventions VIII and IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation and different effects. For example, the methods of Group 
VIII utilize a polynucleotide, which is composed of nucleic acids, and operate by 
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inhibiting the expression of leptin. This is different than the methods of Group IX, 
which utilize an antibody, which is composed of amino acids and operate by 
increasing the breakdown of leptin. 

Inventions VIII and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group VIII utilize a 
polynucleotide, which is composed of nucleic acids, and operate by inhibiting the 
expression of leptin. This is different than the methods of Group X, which utilize 
a leptin receptor, which is composed of amino acids and operate by binding to 
leptin and preventing its activity. 

Inventions VIII and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group VIII utilize a 
polynucleotide, which is composed of nucleic acids and operate by inhibiting the 
expression of leptin. This is different than the methods of Group XII, which utilize 
an inter-alpha-trypsin inhibitor chain, which is composed of amino acids, and 
operate by binding to Ob and inhibiting Ob binding to the Ob receptor. 
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Inventions VIII and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group VIII utilize a 
polynucleotide, which is composed of nucleic acids and operate by inhibiting the 
expression of leptin. This is different than the methods of Group XII, which utilize 
an alpha 2-macroglobulin protein, which is composed of amino acids and operate 
by binding to Ob and inhibiting Ob binding to the Ob receptor. 

Inventions VIII and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different are drawn to materially 
different methods which are not capable of use together and have different 
modes of operation. For example, the methods of Group VIII utilize a 
polynucleotide, which is composed of nucleic acids and operate by inhibiting the 
expression of leptin. This is different than the methods of Group XIII, which 
utilize acetylphenol, which is a small molecule inhibitor and operate by binding to 
the Ob receptor. 

Inventions VIII and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
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806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together and have different method 
steps. For example, the methods of Group VIII are drawn to methods of 
preventing a bone disease in a mammal, and comprise steps of administering a 
leptin inhibitor and have the effect of preventing a bone disease in the mammal, 
whereas the methods of Group XIV are drawn to methods of diagnosing a bone 
disease and comprise steps wherein the level of leptin is determined in blood 
serum and the methods have the effect of determining whether a mammal has a 
bone disease. 

Inventions VIII and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VIII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering a leptin inhibitor and have the effect of preventing a bone disease 
in the mammal, whereas the methods of Group XV are drawn to methods of 
diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in cerebrospinal fluid and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions VIII and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
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different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group VIII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering a leptin inhibitor and have the effect of preventing a bone disease 
in the mammal, whereas the methods of Group XVI are drawn to methods of 
identifying a compound that modulates bone mass and has the effect of 
identifying a compound with the ability to inhibit the activity of leptin. 

Inventions IX and X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group IX comprise administering an antibody which binds to 
leptin and operates by increasing breakdown of leptin. This is different than the 
methods of Group X, which comprise administering a leptin receptor, which is 
structurally different than the antibody of Group IX, and operates by binding leptin 
and preventing it from binding the natural receptor. 

Inventions IX and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
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to materially different methods with different modes of operation and different 
effects. For example, the methods of Group IX comprise administering an 
antibody which binds to leptin and operates by increasing the breakdown of 
leptin. This is different than the methods of Group XI, which comprise 
administering an inter-alpha-trypsin inhibitor heavy chain, which is structurally 
different than the antibody of Group IX, and operates by binding Ob an inhibiting 
binding of Ob to the Ob receptor. 

Inventions IX and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group IX comprise administering an antibody which binds to 
leptin and operates by increasing the breakdown of leptin. This is different than 
the methods of Group XII, which comprise administering an alpha 2- 
macroglobulin protein, which is structurally different than the antibody of Group II, 
and operates by binding to Ob and inhibiting Ob binding to the Ob receptor. 

Inventions IX and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group IX comprise administering an antibody which binds to 
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leptin and operates by increasing leptin breakdown. This is different than the 
methods of Group XII, which comprise administering acetylphenol, which is 
structurally different than the antibody of Group IX and operates by biding to the 
Ob receptor. 

Inventions IX and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group IX are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin and have the effect of preventing a 
bone disease in the mammal, whereas the methods of Group XIV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
leptin is determined in blood serum and the methods have the effect of 
determining whether a mammal has a bone disease. 

Inventions IX and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group IX are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
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administering an antibody targeted to leptin and have the effect of preventing a 
bone disease in the mammal, whereas the methods of Group XV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
leptin is determined in cerebrospinal fluid and the methods have the effect of 
determining whether a mammal has a bone disease. 

Inventions IX and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group IX are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an antibody targeted to leptin and have the effect of preventing a 
bone disease in the mammal, whereas the methods of Group XVI are drawn to 
methods of identifying a compound that modulates bone mass and has the effect 
of identifying a compound with the ability to inhibit the activity of leptin. 

Inventions X and XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group X comprise administering an leptin receptor and operate 
by binding to leptin preventing it from binding to the natural receptor. This is 
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different than the methods of Group XI, which comprise administering an inter- 
alpha-trypsin inhibitor heavy chain, which is structurally different than the 
receptors of Group X and operates by binding to Ob and inhibiting Ob from 
binding to the Ob receptor. 

Inventions X and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group X comprise administering an leptin receptor and operate 
by binding to leptin preventing it from binding to the natural receptor. This is 
different than the methods of Group XII, which comprise administering an alpha 
2-macroglobulin protein, which is structurally different than the receptors of 
Group X and operate by binding to Ob and inhibiting Ob from binding to the Ob 
receptor. 

Inventions X and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group X comprise administering an leptin receptor and operate 
by binding to leptin preventing it from binding to the natural receptor. This is 
different than the methods of Group XIII, which comprise administering 
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acetylphenol, which is structurally different than the receptors of Group X and 
operate by binding to the Ob receptor. 

Inventions X and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group X are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering leptin receptor and have the effect of preventing a bone disease in 
the mammal, whereas the methods of Group XIV are drawn to methods of 
diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in blood serum and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions X and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group X are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering leptin receptor and have the effect of preventing a bone disease in 
the mammal, whereas the methods of Group XV are drawn to methods of 
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diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in cerebrospinal fluid and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions X and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group X are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering a leptin receptor and have the effect of preventing a bone disease 
in the mammal, whereas the methods of Group XVI are drawn to methods of 
identifying a compound that modulates bone mass and has the effect of 
identifying a compound with the ability to inhibit the activity of leptin. 

Inventions XI and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group XII comprise administering an inter-alpha-trypsin heavy 
chain and operate by binding to Ob and inhibiting Ob from binding to the Ob 
receptor. This is different than the methods of Group XII, which comprise 
administering an alpha 2-macroglobulin protein, which is structurally different 
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than the inter-aipha-trypsin heavy chain of Group IV, and operate by binding to 
Ob and inhibiting Ob from binding to the Ob receptor. 

Inventions XI and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group XI comprise administering an inter-alpha-trypsin heavy 
chain and operate by binding to Ob and inhibiting Ob from binding to the Ob 
receptor. This is different than the methods of Group XIII, which comprise 
administering acetylphenoi, which is structurally different than the inter-alpha- 
trypsin heavy chain of Group XI, and operate by binding to the Ob receptor. 

Inventions XI and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XI are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an inter-alpha-trypsin heavy chain and have the effect of 
preventing a bone disease in the mammal, whereas the methods of Group XIV 
are drawn to methods of diagnosing a bone disease and comprise steps wherein 
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the level of leptin is determined in blood serum and the methods have the effect 
of determining whether a mammal has a bone disease. 

Inventions XI and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XI are drawn to 
methods of treating a bone disease in a mammal, and comprise steps of 
administering an inter-alpha-trypsin heavy chain and have the effect of 
ameliorating a bone disease in the mammal, whereas the methods of Group XV 
are drawn to methods of diagnosing a bone disease and comprise steps wherein 
the level of leptin is determined in cerebrospinal fluid and the methods have the 
effect of determining whether a mammal has a bone disease. 

Inventions XI and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XI are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an inter-alpha-trypsin heavy chain and have the effect of 
preventing a bone disease in the mammal, whereas the methods of Group XVI 
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are drawn to methods of identifying a compound that modulates bone mass and 
has the effect of identifying a compound with the ability to inhibit the activity of 
leptin. 

Inventions XII and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to materially different methods with different modes of operation. For example, 
the methods of Group XII comprise administering an alpha 2-macroglobulin 
protein and operate by binding to Ob and inhibiting Ob from binding to the Ob 
receptor. This is different than the methods of Group XIII, which comprise 
administering acetylphenol, which is structurally different than an alpha 2- 
macroglobulin protein of Group XII and operate by binding to the Ob receptor. 

Inventions XII and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01 ). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an alpha 2-macroglobulin protein and have the effect of preventing 
a bone disease in the mammal, whereas the methods of Group XIV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
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leptin is determined in blood serum and the methods have the effect of 
determining whether a mamma! has a bone disease. 

Inventions XII and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an alpha 2-macroglobulin protein and have the effect of preventing 
a bone disease in the mammal, whereas the methods of Group XV are drawn to 
methods of diagnosing a bone disease and comprise steps wherein the level of 
leptin is determined in cerebrospinal fluid and the methods have the effect of 
determining whether a mammal has a bone disease. 

Inventions XII and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering an alpha 2-macroglobulin protein and have the effect of preventing 
a bone disease in the mammal, whereas the methods of Group XVI are drawn to 
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methods of identifying a compound that modulates bone mass and has the effect 
of identifying a compound with the ability to inhibit the activity of leptin. 

Inventions XIII and XIV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XIII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering acetylphenol and have the effect of preventing a bone disease in 
the mammal, whereas the methods of Group XIV are drawn to methods of 
diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in blood serum and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions XIII and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XIII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering acetylphenol and have the effect of preventing a bone disease in 
the mammal, whereas the methods of Group XV are drawn to methods of 
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diagnosing a bone disease and comprise steps wherein the level of leptin is 
determined in cerebrospinal fluid and the methods have the effect of determining 
whether a mammal has a bone disease. 

Inventions XIII and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not capable of use together, have different method steps 
and different effects. For example, the methods of Group XIII are drawn to 
methods of preventing a bone disease in a mammal, and comprise steps of 
administering acetylphenol and have the effect of preventing a bone disease in 
the mammal, whereas the methods of Group XVI are drawn to methods of 
identifying a compound that modulates bone mass and has the effect of 
identifying a compound with the ability to inhibit the activity of leptin. 

Inventions XIV and XV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not used together and have different modes of operation. 
For example, the methods of diagnosis of Group XIV operate by determining the 
level of leptin in blood serum and comprise steps wherein leptin in measured in 
blood serum, which is different than the methods of diagnosis of Group XV, 
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which operate by determining levels of leptin in cerebral spinal fluid, and 
comprise steps wherein the level of leptin is measured in cerebral spinal fluid. 

Inventions XV and XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). In the instant case the different inventions are drawn 
to methods which are not used together and have different effects. For 
example, the methods of Group XV have the effect of diagnosing a mammal for 
bone disease whereas the methods of Group XVI have the effect of identifying a 
compound that modulates bone mass in a mammal. 

Because these inventions are distinct for the reasons given above and 
have acquired a separate status in the art because of their recognized divergent 
subject matter, restriction for examination purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement 
be traversed (37 CFR 1.143). 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) 
if one or more of the currently named inventors is no longer an inventor of at 
least one claim remaining in the application. Any amendment of inventorship 
must be accompanied by a request under 37 CFR 1 .48(b) and by the fee 
required under 37 CFR 1.1 7(i). 
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Conclusion 



Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Karen A. Lacourciere whose telephone 
number is (703) 308-7523. The examiner can normally be reached on Monday- 
Friday 8:30-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, John LeGuyader can be reached on (703) 308-0447. The 
fax phone numbers for the organization where this application or proceeding is 
assigned are (703) 308-4242 for regular communications and (703) 305-1935 for 
After Final communications. 

Any inquiry of a general nature or relating to the status of this application 
or proceeding should be directed to the receptionist whose telephone number is 
(703) 308-0196. 



Karen A. Lacourciere 
September 3, 2002 




